P.A.S. alone was incriminated.
In the other two patients the exact cause of the hepatitis was obscure because sensitivity had developed to both streptomycin and P.A.S. (McKendrick, 1951 ; Jefferv et al., 1952) .
The purpose of the present paper is to describe in detail two further cases of jaundice attributable to P.A.S.
CASE REPORTS.
Case 1. A male, aged 17 years, was found in March, 1952 , to have active bilateral pulmonary tuberculosis of limited extent. Because of shortage of beds immediate admission to hospital could not be effected and a course of streptomycin and P.A.S. was started-at the chest clinic (streptomycin 1.0 g. daily five days per week, P.A.S. 12.0 g. daily). Four weeks later, by which time he had received 20 g. of streptomycin and 312 g. of P.A.S., he developed a generalized skin eruption affecting mainly the trunk and upper limbs and, to a lesser extent, the lower limbs. The face was not involved but was flushed and the conjunctivae were injected. The rash was maculopapular in type with urticarial blotches and was intensely itchy. The patient felt ill, had lost his appetite, was nauseated and vomited once. The patient's doctor discontinued the P.A.S. and prescribed mepyramine maleate, 100 mg. t.i.d., and in two days the rash had largely disappeared. On the third day, however, jaundice developed which steadily deepened to a moderately severe degree. The lower edge of the liver was palpable and tender and lympli-nodes were enlarged in the neck, axillae and groins. The spleen was not palpable. The stools were of normal colour but the urine was dark and contained urobilin, urobilinogen and bile pigments but no bile acids.
The white blood cell count was 8,800/cu.mm. and there were 8% eosinophils.
The patient was admitted to hospital and treated with a low fat diet containing extra glucose and vitamin supplements. His progress was uneventful. The nausea quickly disappeared and the appetite returned. The liver was no longer palpable after three days, the enlarged lymph-nodes had subsided in ten days and the jaundice was clinically clear in three weeks. Symptoms of acquired sensitivity to P.A.S. usually occur some 3-4 weeks after starting treatment with the drug, and it seems likely that these symptoms are due to the P.A.S. itself and not to impurities in the drug as was suggested by some of the earlier workers (Erdei & Snell, 1948 (Home, 1949 ; Gibbs, 1950 ; Madigan et al., 1950) . It may be significant that the results were positive in all the cases in which jaundice was present. The wide variations in the results of skin testing are probably accounted for by differences in the technique of carrying out the test. The administration of test doses of P.A.S. is a more certain method of diagnosing sensitivity to the drug but the procedure is not without danger since, while in one of the cases described in the present paper and in that described by Steel (1952) two 3.0 g. doses of P.A.S. were given before a reaction occurred, unpleasant symptoms have resulted in sensitized patients from as small a dose as 0.25 g. (Hemming & Stewart, 1949) .
Skin testing with meta-aminophenol, a substance chemically allied to P.A.S., has been reported by three authors (Climie, 1950 ; Steel, 1952 ; Jeffery et al., 1952) and, as in one of the two cases described in this paper, positive results were obtained. The explanation of this reaction may lie in the fact that meta-aminophenol is sometimes a contaminant of P.A.S. and that the patient develops a simultaneous sensitivity to both substances. Jeffery et al. (1952) , however, quoting Mayer (1928) , believe that the skin transforms both of these substances, and others chemically related to them, into a common group of substances and that it is to this group that sensitization occurs. The matter has a practical bearing because a number of drugs in current therapeutic use contain the aminophenol group, e.g., sulphaguanidine, sulphadiazine, procaine and picric acid.
Patients who have acquired sensitivity to P.A.S. may also be allergic to these drugs so that it is important that desensitization should be carried out as quickly as possible.
The occurrence of jaundice in association with allergic symptoms such as urticaria, angioneurotic oedema and arthralgia has been described following the ingestion of fish (Ferrabouc & Jude, 1935) and the injection of anti-tetanus serum (Flandin & Vallery-Radot, 1921 
